of Micromonosporamegalomicea. Details of the isolation of the megalomicin complex and separation and purification of its components are given. Evidence is also presented indicating the presence of desosamine in the individual antibiotic components.
This paper reports the isolation, purification and properties of the components of a new solvent extractable antibiotic complex, megalomicin, which is produced by Micromonospora megalomicea as described by Weinstein et «/.1>2'3>4)
Isolation and Purification Megalomicin is an antibiotic mixture most readily isolated from the fermentation broth by adjusting the whole broth to a pH of 9.5 with dilute aqueous sodium hydroxide and extracting with approximately 2 volumes of ethyl acetate for each volume of broth.
The solvent phase was separated and concentrated under vacuum to an oily residue.
The A solid megalomicin G fraction (Gx and C2) was obtained by taking advantage of the differential water solubility of the C components vs A and B as well as of the observation that the megalomicinswere considerably more water-soluble in the cold than at room temperature. The megalomicin complex was dissolved in 4 parts of acetone, and the solution poured into 40 times its volume of ice water. The megalomicin G fraction wras isolated by filtration after warmingthe aqueous suspension to room temperature. The solid obtained in this manner consisted largely of megalomicin Ct with some C2; megalomicins A and B were retained in the aqueous liquors, together with some C material.
The components of the megalomicin complex were separated on a silicic acid, column by elution with a solvent system consisting of chloroform and methanol in a ratio of 3:2. about 625 and 305 units/mg respectively in the cylinder cup assay previously mentioned. Each isolated pure component base was assigned a potency of 1,000 mcg/mg. The flow chart in Fig. 3 summarizes the procedures described above.
The megalomicin G fraction, isolated as indicated before, was chromatographed on silicic acid as described above. This chromatogram afforded substantially pure megalomicins Gt and G2, with the latter again being obtained as a dihydrochloride salt. They did retain minor impurities which were not removed by the purification procedures. The extraction procedures outlined previously permitted an alternative method for the isolation of megalomicin B. After removal of most of the megalomicin complex from the alkalinized acid extract, the latter was further extracted with ethyl acetate. This yielded an extract enriched in megalomicin B which was purified by column chromatography on silica gel. Elution with ether and 1 : 1 acetone-ether, followed by combination of appropriate fractions and crystallization from aqueous acetone gave essentially pure megalomicin B. Properties
The megalomicincomponentswere soluble in the usualorg anic solvents such as ethanol, acetone, chloroform and ethyl acetate. Megalomicin A showed slight water solubility, which was considerably enhanced at temperatures near the freezing point. This behavior was also shown by megalomicin B, though to a lesser extent. Megalomicins Gt and G2 showed minimal water solubility. micin G fraction and isolating the resulting precipitate by filtration. Similarly a water-soluble ditartrate salt was prepared from megalomicin A. The dihydrochloride salt of megalomicin G2 described above was also readily soluble in water.
Somephysical data on the megalomicins are shownin Table 2 . Megalomicins A and B showed a loss of activity at pH 2~4 at room temperature against Bacillus subtilis, but were stable from pH 6 to 10 at temperatures up to 100°C. Megalomicin G2 was stable at room temperature for at least 6 hours from pH 2-10 against B. subtilis. It was stable at up to 100°C for at least 30minutes in a range of pH4-10.
Desosamine was isolated after drastic acid hydrolysis of the megalomicin complex 
